® 



J 



a 



Europaisd^VPatentamt 

European Patent Office 
Office europeen des brevets 




® Publication number: 



0 364 344 A3 



® 



EUROPEAN PATENT APPLICATION 



® Application number: 89402763.0 
® Date of filing: 06.10.89 



© Int. CI.5: C07K 5/02, C07K 5/06, 
C07K5/08, C07K 5/10, 
C07C 237/20, A61K 37/64 



® Priority: 07.10.88 US 254762 

@ Date of publication of application: 
ia04.90 Bulletin 90/16 

® Designated Contracting States: 

AT BE CH DE ES FR GB GR IT LI LU NL SE 

@ Date of deferred publication of the search report: 
11.09.91 Bulletin 91/37 



© Applicant: MERRELL DOW 
PHARMACEUTICALS INC. 
2110 East Gaibraith Road 
Cincinnati Ohio 45215-6300(US) 



© Novel peptidase inhibitors. 

© This invention relates to analogs of peptidase 
substrates in which the nitrogen atom of the scissile 
amide group of the substrate peptide has been re- 
placed by a substituted malonyl moiety. 

The contemplated peptidase inhibitors of the 
foregoing enzymes are selected from the generic 
formula 
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0 Rt is hydrogen, an amino protecting group selected 

II ^''on^ Group K, an oramino acid or a peptide com- 

^ RlNH. yC'X I P"sed of a number of a-amino acid building blocks, 

^ \^ said a-amino acid or peptide optionally bearing on 

^ I ' its terminal nitrogen atom an amino protecting group 

n R2 selected from Group K. 

^ Rs is the "R group" residue of the a-amino acid 

^ responsible for directing the inhibitor to the active 

C*) the hydrates, isosteres or the pharmaceuticalty ac- site of the enzyme or is -A-SiRrRaRa. Ct-io alkyl. 
Q ceptabie salts thereof wherein X is araikyi or aryl with R7. Rs and Rg. each being 

selected from C'-ic alkyl, araikyi or aryl and A is a 
C1-5 alkylene. 

Ri is the specific R-group residue of the o-amino 
acid for that peptidase substrate analog. 
R? IS an a-amino acid or peptide comprised of a- 
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